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Technology DAWN HELEOS detector. The solvent used for both sets of measurements was aqueous 100 mM NaNO 3 with 200 ppm NaN 3 at a flow rate of 0.800 ml min -1 .
Materials. Butyl methacrylate (BMA) was purchased from Acros Organics. Methacrylic acid (MAA) and poly(ethylene glycol) methyl ether methacrylate (PEGMA-475) monomers were purchased from SigmaAldrich. Inhibitors were removed from the BMA and PEGMA-475 monomers by passing them through an aluminium oxide (Sigma-Aldrich) column prior to use. Inhibitors were removed from MAA via distillation.
RAFT agent: 4-cyano-4[(dodecylsulfanylthiocarbonyl)sulfanyl] pentanoic acid and N-acryloxysuccinimide (NAS) were synthesised according to reported literature procedures. 1, 2 The initiator 1,1'-azobis(cyclohexanecarbonitrile) (ACHN) was purchased from Sigma-Aldrich and used as received.
General Methods. Polymers were purified via dialysis. Dialysis tubing with a 3,500 MWCO and an average flat width of 54 mm was used, purchased from Spectrum Labs. Reaction mixture containing synthesised polymer was pipetted into the dialysis tubing and dialysis tubing closures, purchased from Spectrum Labs, were placed at each end. Dialysis tubing containing the solution was then placed in 1 l deionised water for 48-72 h. Water was replaced every 24 h.
Automated parallel synthesiser.
Parallel synthesis reactions were carried out using a Chemspeed Swing-SLT automated parallel synthesiser. The synthesiser was equipped with a glass reactor block consisting of 16 reaction vessels (13 ml) with thermal jackets connected in series through the reaction block and connected to a heating/cooling system (Hüber, -90 °C to 140 °C). In addition, all reaction vessels were equipped with cold-finger reflux condensers (~7 °C). Mixing was achieved by vortex agitation (up to 1400 rpm). Liquid transfers were handled by a 4-needle head (4-NH) capable of four simultaneous sample transfers. The 4-NH was connected to a reservoir bottle (degassed DMF solvent) for needle rinsing after each liquid transfer step. This DMF solvent reservoir was degassed via continuous sparging with nitrogen and was also utilised to prime the tubing lines of the 4-NH. When experiments were performed, the synthesiser was maintained under an inert atmosphere by supplying a constant flow of nitrogen into the
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hood of the synthesiser. A nitrogen atmosphere was also applied to reactors and stock solutions at all times. Prior to the experiments, the reaction vessels were cooled to -90 °C and subjected to 10 cycles of vacuum (2 min each) and filling with nitrogen (2 min each) to ensure the elimination of oxygen. After this pre-treatment, the RAFT polymerisation experiments were performed.
Automated synthesis of quasi-block copolymers.
Scheme S1. Quasi-block copolymerisation reaction
Copolymer formed in the first step of the reaction acts as a macroRAFT agent in the block copolymerisation, a = 4-81, b = 27-198, c = 11-32. ACHN was used as the initiator in both steps of the reaction. Square parentheses represent copolymer blocks.
BMA, MAA, PEGMA-475, DMF and DMF solutions of ACHN and the RAFT agent, 4-cyano-4[(dodecylsulfanylthiocarbonyl)sulfanyl] pentanoic acid were all degassed for approx. 30 min via sparging with nitrogen before being loaded into the pre-programmed automated synthesiser (quantities in Table   S1 ). The Chemspeed automated synthesiser transferred the programmed quantities of BMA, MAA,
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initiator, RAFT agent and DMF into the reaction vessels. The Chemspeed was then sealed to air and filled with nitrogen and before reactors were heated to 85 °C while under vortex (approx. 300 rpm). The temperature of the reflux condensers on top of the reactors was set to 7 °C. Polymerisation reactions were considered to have started once the reaction temperature had been reached in the apparatus. The reactions were heated for 9 h before being cooled to 20 °C. Aliquots of 200 µl were taken from the reaction mixtures. The aliquots were removed using the automated liquid handling system and place into NMR tubes and size exclusion chromatography (SEC) vials (75 µl each) to determine the monomer conversion and molecular weight at the end of the reactions. NMR and SEC samples were then prepared by the automated liquid handling system on the automated synthesiser by adding the necessary solvents (deuterated chloroform and tetrahydrofuran respectively). PEGMA-475 and a second portion of ACHN (to keep the initiator concentration consistent in both reactions, see Table S1 for quantities) were then added to the reaction vessels. The reactions were heated to 85 °C for a further 7 h before cooling to 20 °C.
Aliquots of 200 µl were taken at the end of the reaction for NMR and SEC analysis. Polymers were purified via dialysis and isolated via lyophilisation.
Bench synthesis of quasi-block copolymers. BMA, MAA, ACHN, RAFT agent 4-cyano-4[(dodecylsulfanylthiocarbonyl)sulfanyl] pentanoic acid and trioxane (approximately 10 mg) were dissolved in DMF. Reaction quantities can be found in Table S1 . The solution was then transferred to a Young's tap Schlenk flask and the mixture was degassed via the freeze-pump-thaw method (3 × 20 min cycles). After the solution had warmed to room temperature it was heated at 85 °C for 9 h. Upon completion of the reaction, the mixture was allowed to cool before PEGMA-475, ACHN and DMF (Table S1) were added to the reaction vessel. The mixture was then degassed again, via the freeze-pump-thaw method (3 x 20 min cycles) and then allowed to warm to room temperature before being heated at 85 °C for 7 h. Upon cooling the quasi-block copolymers were purified via dialysis and then isolated via lyophilisation.
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Synthesis of pure block copolymers. Pure block copolymers were synthesised in the same fashion as quasi-block copolymers with the exception that after synthesis of the p(BMA-co-MAA) first block, the reaction mixtures were purified via dialysis for 48 h and then lyophilised. The copolymer macroRAFT agents were then dissolved in DMF and PEGMA-475 and ACHN (quantities in Table S1 ) were added prior to degassing via the freeze-pump-thaw method (3 × 20 min cycles) in preparation for the second reaction. Quantities (millimoles) used in reactions to synthesise library of block copolymers. 
S8
copolymer macroRAFT agent (20 µmol), NAS (60 µmol), MRhB (1 µmol) and ACHN (2 µmol) were dissolved in DMF (1.5 ml, 19.5 mmol). Due to the small quantity of ACHN required, larger amounts were weighed out and diluted. The reaction mixtures were transferred to a Young's tap Schlenk flask and then degassed using the freeze-pump-thaw method (3 x 20 min cycles) before being heated at 85 °C for 7 h. The products were purified via dialysis in water and then lyophilised to isolate the product.
To crosslink the micelles; polymers (7 µmol) were dissolved in H 2 O (500 ml) above the criticial micelle concentration (see page S13). The polyetheramine, JEFFAMINE D230 was added (2 mg, 10 µmol) under nitrogen and the reaction was stirred for 20 h at room temperature. A diamine: polymer molar ratio of 7: 10 was used to give a diamine: NAS ratio of approximately 2: 1. Due to solubility issues methanol had to be added to some reaction mixtures prior to the addition of JEFFAMINE. In such instances methanol was removed once the polymer had dissolved and did not affect crosslinking.
Encapsulation of DAPI.
Crosslinked micelle particles (3 mg) were dissolved in water (2.3 ml) to give a 1.3 mg/ml solution and 4',6-diamidino-2-phenylindole solution (DAPI) (720 µl, 5 mg/ml) was added. Reaction mixture was vortexed for 1 min and then stirred for 24 h at room temperature in the absence of light. Micelle particles were purified via dialysis in water for 48 h. Table S3 . Figure S1 . It should be noted that peritoneal macrophages were GR-1 low as opposed to GR-1 − . Peritoneal macrophages also had much higher levels of F4/80 than bone marrow macrophages. Unsorted cell populations: Whole bone marrow cells or peritoneal cells were immunolabelled as described above, washed and resuspended to 200,000 cells/ml in PBS-2% FBS. Solutions of particles dissolved in PBS 0.5% BSA (500 µl, 100 µg/ml) were added to 500,000 cells (2.5 ml in PBS-2% FBS) (giving final particle concentrations of 17 µg/ml) and the resultant mixture incubated for 30 min at 37 °C. Controls used were the same as described above for sorted cells. Following incubation, cells were washed and then resuspended in PI as described above for flow cytometric analysis. to determine the critical micelle concentration (CMC). Pendent drop method surface tension measurements were carried out on a KRUSS Drop Shape Analysis System DSA 10, using water as the liquid.
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Drops were slowly pushed from the needle and the drop pendent was captured by the camera before the drop left the needle. Images were analysed using Drop Shape Analysis software and interfacial tension S13 (IFT) values were obtained. 6 × drops were analysed and then averaged for each sample concentration.
The concentrations used for the pendant drop analysis and DLS were: 100, 75, 50, 25, 13, 6.3, 3.1, 1.6, and 0.78 µmol dm -3 . 53-178 DLS analysis showed that micelles formed at concentrations as low as 7.8 × 10 −7 mol dm −3 , however, micelle size remained constant when the concentration was 1.3 × 10 -5 mol dm -3 or above. Micelles formed at concentrations lower than 1.3 × 10 -5 mol dm -3 were considerably larger. The range in micelle size also increased as the concentration was decreased below 1.3 × 10 −6 mol dm -3 , indicating instability. It was therefore concluded that stable micelles formed at concentrations higher than 1.3 × 10 −5 mol dm -3 . Data obtained using the pendant drop method supported this conclusion ( Figure S3 ). MAA conversion was calculated from T 0 and T x time points (MAA: δ5.97, br s) using an internal standard (trioxane, δ4.96, s). Micelle diameter was measured using DLS at 25 °C.
S14

EFFECT OF RAFT END-GROUP REMOVAL ON MICELLE SIZE
The RAFT end group was removed from a number of quasi-block copolymers to analyse the effect that this would have on the size of the micelle particle formed, Table S7 ). The disappearance of the peak from the hydrocarbon chain on the RAFT agent (δ 1.25) in the 1 H NMR indicated that the RAFT group was successfully removed from all samples. Micelle size did not vary significantly once the RAFT end group had been removed. were normalised in terms of particle rhodamine fluorescence. Relative internalisation = MCF/relative particle fluorescence (Table S9) . Relative internalisation
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Polymer Mn (Da) 6.94 89 618 6,520 10.6 All fluorescence and endocytosis values displayed in relative fluorescence units (RFU). Relative polymer fluorescence is the relative fluorescence per mole of polymer and relative particle fluorescence is the relative fluorescence per mole of particles. The number of polymer chains per particle was determined using multi-angle light scattering (MALS). Relative particle fluorescence = relative polymer fluorescence × no. polymer chains per particle. Normalised particle internalisation = macrophage MCF/ relative particle fluorescence. Macrophage MCF values are from peritoneal macrophages. showing free DAPI is unable to stain cells in the absence of nanoparticle encapsulation. Bone marrow macrophages (red) and peritoneal macrophages (purple) were both tested.
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